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^ "S^^ cIl^O ASL^r^O 7-7fe«.A|fln^^Al-3'.4'.S- 

§ ^^a^ iii^if^,^ 7};^]J1 SXS.^. ^^^o] ^^^o] ^5, 

S}tf§€r ^ ojo^D^^ aSomaiMlnla} 

£ 1 
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7-CAfiB0XYMETHYL0XY-3*.4'.5-TRUETHOXy FLAVONE. KONOHYDRATB. THE PREPARATION 
HOD AND USES THEREOF) 

l^S] ^igj 

e^t^.'Kj-.Sj^o^ «g^^^/4 :^3\Q xj^^x^ ^o|ji. 

eef^.-y^SjQSj :l2^a ufE^ia ?ioU. 

^1 §e*^.^^§s) ^^^^-M ^3}^' i4EtVS 5»o|ct. 
^^3^ ^gj 

^ 's^g^ 7-?Fs^Aiiin%Ax|-3'.4'.5-eEiDa^.Ai =Et^. ^4^s^#. ois^ ^ 
-g-aofl ^tv =^^^^s.. ^ am> jas:^ 

# 7-?VH^A|i]n^^A|-3'.4'.5-H2li*fl^'^l SHt&Sl ^^^tnetered 



ain|(WO 88/04541. tfl-S- 96-304942). 3E^ Si:+«> 

sj^^h^ ^ ?n°cr3} ^'j^ ^^^^ ^<>}^ 

rohn's disease)!!^ "a-g-^ ^ ^^goflH. ^MJI 21^ ^S,S. "^^^ ^ 
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BEST AVAii^BLE COW 



^ ^2.^. 5^-801 sttfe §31 o. gj 3^2,,^ 5jjo^A| (H^^ ^ol sti7l ufl^ 
7-?}5^AiDfl^AAi-3'.4-.5-jEe)ofl^>^l ee^^si wo 

/04541(«>^ cfl-i- 96-304945:) oil fs\?] Hl-§->tl 13f -g-^o) <^^y^ Sjcf. 







BEST AVASIj^SLE COPV 



3'. 5. 7-Ee]e|5.SAl-4"-ml^Al #St^-7-^Ellsi>^^olH# cluil^a^ofalHcfl 
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BEST AVAiLABLi 



JL. ^^^^^ AiLESj nillfr# ^7\^ 3^, 3.^f!}^M 60X:<^M 48X17} §o> ^ 
^6fl ^AUl ^iSj *VJI. ^^mTfl 5lB|. cfl 

jis ^A>^ ^-?-<Hife olofl ^A*> 7m Df^^ ^ a<H O.S -^s-a^ 

ant. i«V. aj«JA| 3aO, fiJ^^s^El 3b£j St^©§ «H 3 

ofl «1S^>8 l^ta^D^. 7-7j^^A|iUl^AA|-3".4'.5-;E5lDflsxl 
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^-^1 ei*fisj§ ^cflSAl o|Jt^ ns,{} 7}7^JL 5ac}. T^*fl^ 

S. 7-?>e^A|ong^Al-3'.4".5-Eeion^Al @E}$.Jf^@ol cfl:^§ 3£^e> 

Is. ^^-3- 7}Al31 ^^.S. TO 98/04541 («>^ cfl^ 96-304942:) «H1 ^7\^ 

^ W^^ofl tt}^ >^7l e^4|^ isj 2^^^^ cfl;^§ st^eV o|;^:n^ 
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^^^^] ^E}^. ^*^<]>ofl alwM G^^o) Dfl^ ii^oil loq;^ 

^6p 7lo|eH^ ^ 'agon ^'^aj©^ «1^7l^> §of ^Tfl ^aj7V 

^(metered dose) # ^Ml^^M "^^^^X^^ 5i^t\5.^ ^ ^ . 
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t.aa mm-*' \ o / • h o 



BEST AVAILABLE COPY 



^flCS:^ 1): 

(2) AS\ S}^^^ ^7] 9\^^M7\7\ ^3t% ^^^'^S-Om^ 

BS\ «1-S-A15H ss\ sj^^o ^3iv\^ ^?fl(^?fl 2); 

EflSS ^^Al?i BS\ a^^SCr 3j:gl 

(4) SJ«J4| 6S1 ^S.S.n l^-g-Al^ ifl^oflj^ a«>*> 

SJ*^^ 12| 7-?>3^A|ifll%AAl-3*.4'.5-S£liHl^Al Oet^2| ^4^af^& 

1) 

aj4j4| 351 3'. 5. 7-Ee^e)^aAl-4'-iifl^Al e^^^-7-.^E^ itA^ol c £i 
= £ ^^Al5^ 5.7-c|e|H^A|-3'.4'.iqml^Al ©Ej^-7-^Eli:AHS€' ^fl^t^c}. 
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-ifeiBi^. ^7lt ^S. ^-tffij ^^B. ^« 51 ^>L> 

^o|:g ^«|igct. Dfl^fi} Ajqt^ AASfiJ un^daethyl iodide. CH3I) 

cisn^^-iXDioethyl Sulfate. (CH3)2S04)# ^ SUc}. b>^ Ot: 

M lS0lC7f H>%31w>31. 0-80t;7> Wf^:S|«fcJ. 

^71 ^^S\ a>-a^ .^efl /gvgsi ^H^7^^ aSnVMnet 

fif >^^«> ^^2}^ Sio) cf^ HV^ofl 3cfl^ ^ 5Uc^. 

^ ofltflss ^Bii sj«j^ i2i n^'S^fl^ ofl^sf 

*M^>. ^'3oii>Hfe' i^^ofl^H IHI^s^ aiJio!. «v# ^ 

>^l-3\4"-iqm|^Al ^ai^vi:}. 



BEST AVA?LABI 



i^:^ 2) 

^>i|?fSaynII^^x|-5-«)H^Al-3'.4'-ciiin^A| ^^Sffe. ^3flo|ct. 

^7lofl>M ^1,1) - ^>ao^ n^M^ ^ at #ifll(aprotic 

^7\i ±% mi^AfoiH ^ *a^AH^s oi^oi^ ^jis^Ei -a 

sit ^3S1 ^4:2} ^^Hl 5^ ^^SJ^ (hydride) : Sfe 

:^(R*-ocx)CH2X. ^7MM ofl^. nin. t-^^. ^Ei^s^oflli Ht -a 

3) 

ejDflsxl ^^qoic^. 

ifli^sj «>^t isi h>^ii^ a?i6q>H ^<8«n:f. 

37-U 




^:?fl 4^ 6S| SJ^S# ^iiSJ «J^Al^ ^ o\Q §0 nfl^ 

<a^S A^EI^ ^ Sic}. 

AJ#«>c}. Q§ tf-^effe flfl^oilxi >^7i a^>*M 7-7js^A|ori 

s^'S^- sftfgs? ^^is^Ei -a^fl 4^ safe s}«j 



BEST AVAILABLE COPY 



321 3*. 6. 7-eE^e|H^A|-4■-ll(|^A) @Ef^-7-^Eli,A}olH{> ol-§-^o.^^ >| 
j^j^^ ^^A^ y^3:^ 4^ 5Ucf. i«K "^^ofl it}§ Tfl^^igJ 
99-412052011 y\^^ iflan^^oO «l*>ol fij«^^ 32) Sf«©21 ofl^fij 
^^ ^S.^. aSDfsazflnjaf 

^Hio ^F;^ s^ji. ^fi^^^ 2::?!on>H ^ i^igofl n^-g s}^^# 

^ 2:14^' 7}7^ja ojol xfl^t- ii;^^ gj ^MS;fl^o^S A>«.^ ^ 

m. ^^l^o^S^ ^fll<jf. fllo^^ cfl:^^^ ofl^;^ gj iX^fl^^-S 

^ Sic}. 

<»i ^sf? ^jfo^s ^o?^ ^ sact. 2.^^^ n^^^s.s. m 

'.g#>n. 2};^ gj ^^^sf ^;»|^ 

^It ^. ^^^^S] l-tijol. ^e}^, :^itilo>eiAV, /q^^ 7)s 

^ i^. ^. ^al^^f #21 7lt} ^ 
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!^7lt^ OIS i;ia|*M ?|?v ^igo^ :g:tL;qi^ ^j^^ 

i# -g-^;*!). -^^^fl. -g-oil;^. ?fl^^^;*fl ^-21 m 

^ -^^^a A}^efo^ 2;«flsic4, ^^^oiO ^t> a^;«fl^on^ ^;«J1. 

«Son ^oii s>^ ol>5f2l 1?.^;^ ofltf g^. ^^^AUIolH (calcium 

rbonate). ^aSdi (sucrose) ife- ^SA>: (lactose), ^ajfl ^<H 
. olfilofl DtnUI^ >:El«flo|E :^o. 

Af^Sl^ cf^ SJ^i^flol Ej^c o\S\c^ c^^ 7\7^ ^^^ffl. 

itV. €■ ^o^^j ^ 5ao.in, ^c^^ 

^t^M^ 7-?}5-^Aliin^^xl-3-.4*.5-BHloa^ 

^3} ^° 7^fe.S^ o||>!.Ej]a so) A>^^ ^ Si^C^. if;*llo) 7);^^^ 

H« 61. ?mj9L;M. a^-?-*!:^. ^ef^ §0) ^ aict. 

37-17 



'CJ'SolI o^S Vo1^€- aflvfloll^ ©-^i. 

u|. ^Hf:^ OS 1 ^611 1 SJ vfl^ 3 al lA^o] s^<^^ ^ sloo^ H^^lef^lSfe 1 
1000 oa/ksSl Voisjst^;- ^%S^^ 4^ 2lc». ;4|3^2J V. 

* ^^T^ife ^izi^ ^^m. 7\M^^ ^:^7l§«g 

^^^^-i^CTGA. Themogravioetric Analysis) 3} cflfi>io| 
^dk^-i^ ^-tViXjfi} Hiaofl o^gfl S^oje^jjcf. 

jAlofl 1> 7-?^a»-Aliin^^xI-3' .4* .5-B2lDll^A| ©S}^. 
(^7n n 5.7-aql^ &Al-3-.4'-i:jiH1^Al >^e}^ 

^n^l^5t^^o^DlH -g-^ lOTcofl 7m ji 901c oq>M b 3,^^^^. h}^^^ 

501 Q «7ma 30&§^f as>«v 29: c^jt^ty^z^, oja^^v jiaflou ifl^^ 5,21 



lEST 



4268^ B2«s 

NHR (DMS0-d6. ^OOSUiz) : 6 3.833(8. 3H) . 3.862 («. 3H) . 6.l8(d. IH) . 
49(d. IH). 6.93(0. IH) . 7.08(d. IH) . 7.52(d. IH) . 7.63(dd. IH) . 10.82(«. IH) . 

.88(8. IH) 

IR(KBr): 163S. 1590 cni-1 

jgMl 21 7>t-J^gj^xl? V5:S.VjiHlfj.g.A]-5-el^g-A|-3-.4--cjiH]xixi ^g^jL 

c+jd lofl^ ^ie> fif^^ ^ 425 g,^. iMifl^aeoJolH 4«oI| 4^oi ^ 
^6 243«3} t-^g HS5Lo}^Eflo|e 258g# ^&<^M ^7^3. 5 A|:?>§ov 

H«V»} ol2^ 7l2:eM SJtf§ 5678# 98XS ;^)ai*>Sa 

*H NtlR (DMSO-dg. 400HH2): 6l.45(s. 9H) . 3.84(s. 3H) . 3.86(8. 3H) . 4.81(8. 
). 6.34(d. IH). 6.77(d. IH) . 7.02(8. IH) . 7.10(d. IH) . 7.55(d. IH) . 7.67(dd. 
) 
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^8fl 4^ 4268§ ^7mSL RHIM^^. ^^^Q 

a "^^MKl ^ s.s.B3\ Dfl^ 3308^ ^7m:a aim^Ai -y^oQ>| n xi 

^IScf, »az|lV 4^ o|3}. :as«>oJ 324«^ -^.s- ggj^ <g 

'H NUS (DMSO-de. 400«Hz)t 1C1.45(8. QH) . 3.82(8. 3H) . 3.83(b. 3H) . 3.86(8. 
). 4.82(8. 2H). 6.51(d. IH) . 6.76(8. IH) . 6.81 (d. IH) . 7.08(d. IH) . 7.49(d. 
). 7.60 (dd. IH) 

3o^M ^3^^ a}^# ^ 266g2f 4-^>^<>!l^^'i> 1728-2- 
l^-fflSl l:l(^n|Ml)^« uofl ^P^SJsac^. 3 Xi:7j=.o} 77'Cofl>4 ^^j 

i-^ 8* oil ^J7j«}ji 2 §of ^^oflJH a«>Al5act. ^oj ;4]a|a}:8# 12| 
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^^-a 95XS1 ofl^^S 4i O ^7>»U 4 Xl^^§o> alV^mc*. 
!a^*fc| ajl^fj 2258^ 93»S ^SSlcf. 

IH NMR (DMS0-d8. 4OOMH2) : 63.82(s. 3H) . 3.83U. 3H) . 3.86(8. 3H) . 4.85(«. 
). 6.52(d. IH). 6.77(8. IH) . 6.85(d. IH) . 7.08(d. IH) . 7.50(d. IH) . 7.65(dd. 
), 13.15 (br B. IH) 

^±^44 : 01^^ c: 59.41X. H: 4.99X: 
-y^^ C: 59.465!. H: 4.858 

iA|ofl 2> 7-n=^>Mmi^^A|-3'.4-.5-eeiKi^>q Qi^^. ^^sie 
(^^1 n 5 7-ciftii=SA i-3\4--ciimsAi gajg. 

(gfpfl 2) 7>on^^Aly KgAVjiin^^x1-5-plgSAl-3'.4'-i:jflngAl j^Bljg. 
^^y] ^Tfl lofl>H SHJ^ 325 g# tMDfl^sgo}TJlH 3.3«oq ^oi :^ ^ 

171g3} ofl^ «SaoV>mBflole l37.2BiQ ^^oflA-j ^7^*>J) 6 Ai:?}s.ov ^ 

«-?ofl ia«V6>^>H «7mSftCf. -a>8;a J13ifl# d\JS\iQ 3^, JiXH^, 

Sml^ 8.251 oil "43. 30^ §0} ia«}Al3acf. ol3f*V 4^ 



©EST AVAiLAi 



^^tf}^ n^Q 4oig^ -^^^^ 972s ^ass^saci 

»H NHS (DMSO-de. 4OOMH2): 61.22(t. 3H) . 3.84(8. 3H) . 3.87(0, 3H) . 4.1B(q. 
). 4.93(8. 210. 6.39(d. IH) . 6.83(d. IH) . 7.04(8. IH) , 7.12(d. IH) . 7.57(d. 
). 7.69(d. IH) 

^71 Z<^M ^ilV S}^^ § 21083} ^5 575g'^ oV>^^ 6«ofl :y7f 

3. -^€-011^ 3 §o> iaBU|ac+. «V#«>-!|^- tlDfl^ 54.1ii]«# ^^t] ^?\ 

. ^^2.^ "^^AMn^. 012} ^2i*>Slc}. m «v^sH s}t}§ 

IH NHR (DHSO-dg. 40011Hz): 6 1.32(t. 3H) . 3.93(s. 3H) , 3.94(8. 3H) . 
96(8. 3H). 4.31 (q. 2H). 4.71 (s. 2H) . 6.47 (d. IH) . 6.S9(d. IH) . 6.94 (d. IH) . 
24(8. IH). 7.2e(d. IH). 7.47(dd. IH) 



BEST AVA«i^BLE COPY 



c*. SI* -&«-qon ^K-'^'>^a^l4se Booaeo ^7}ftu 2x|:j}§o> sl^a]^ 

. ^fi-iS ^, ofl^ oV^dlolEO ^7mal -S-7|^0 Tdm}^ 

ol2f ^ 5J o^>^^l^o^S ^^t}^t} , >tflaj«} 

»si oa^§ 2.5io ^nti}3. 4 Ai^>=o} atuiai^. ^ GO^C^M s 

^^ ?iS«H I42.6ssi 94%s| '^^^s ^5ai^. 

IH NHR (DUSO-dg. 400MHz): 6 3.82(8. 3H) . 3.83(8. 3H) . 3.86(s. 3H) . 
85(8. 2H). 6.52(d. IH) . 6.77(8. IH) . 6.85(d. IH) . 7.08(d. IH) . 7.50(d. IH) . 
65 (dd. IH) . 13.15 (br a. IH) 

^4:^^ : o\^7] c: 59.41 2. H: 4.99 X: 
C: 59.17 X. H: 5.10 % 

■9*^^*1 (TGA) {Sl 2 ^3l) 

1 221 cfjfl 4ofl>tJ 3S%S\ ofl^§ cfl^ofl j-.^ oflf^^^ M^t\jL ^ 
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IHNMR (DMS0-i?6. 4OOMH2) : 6 3.82(d. 3H) . 3.83(o. 3H) . 3.86(o. 3H) . 
85(s. 2H). 6.S2(d. IH) . 6.77(8. IH) . 6.85(d, IH) . 7.08(d. IH) . 7.50(d. IH) . 

65 (dd. IH) . 13.15 (br b. IK) 

il±^M : ol^Al C: 62.18%, H: 4.702 
C: 62.1558. H: 4.73% 
^§^^44<TGA) (i 3 ^3l) 

i^ofl 1> 7-?Fa^A|iiO^AAl-3-.4-.5-Eqiiq«AI SBf$.«l4*fiJ© gj 

^71 ^>^!ofl 1 ife 2o^M ^5t> 7-?J = «.Alon^-^x|-3*.4\5-Belofl^A| 
. ^^^71 (weighing bottle. 6 cm) 1 g§ ^^v\<^ 

\S.O ^w|e^o|c}. -^Hjsi 25-c. 752 >^cfl^^7j -S-PloflA^ i 

Also JSL^IV 4^ 2^1 6Al:7l. 1^. 3*^ ^ B'^o] iiflD>cf 

Als§ ^HMloi a ^ajo ^^*fsict. -^>ri ^a^^ ^issi 
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^-^^Jofl cflsfl>HH >»7lJ2> ^A|s}oJ ^^s^q 



-0.3 



♦4.7 

-^oT" 



+0.3 



^^3.3. 2^]7\ :^2t:?;ofl^ 3.4X ^y^yy ^ym^3L, AM^J o\:^»^^^ 4.6% 

^7msact. o|^^ 7-ns^A^Da^'^Al-3•.4'.5-e^^lI^l^xl 

^^ofl 7iy«H:». aB^i^. & '^'gofl n^^ 7-?js^A|ifl^^xl-3'.4'.5-EEimi^Al 
2tS-.^^SJse i:3ofl/ci£ ^711 ^2J7J asac*. €• 

^'^*s^s^ ^7\7^ ^oy ^611 BjioflH «^*>;g sjo> 

^ ^^011 7-7}s^Aji]fl%AAl-3'.4\5-eEji,flfiX| §E}^.^^S}§ol tfl 

# a««> sL±^s.M ^^^^ M§ uemife 5i# ^^e>7i 
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on^ss a^. SEjMEs«n:gi ^^^^vo^ ^^.^ 

SD?I| f-^9iS(250-350a)O 24Alif ^M^m^. ^nfS SX HPMCofl 

^ ^<^ti}3. IM^^:^ ISOaM HCl-80% <H)fJ§§ l.SoL^ ^^^ol IM^J^ 
t> ^-^^lol Ulcer indexO ^^t\S$,i:\ . Ulcer index^ -^^^^S] ^^Onin2)o.£ 
EjMiSltl. (Mi2ui. T. et al.. Jpn. J. Pharmacol. 1983. 33: 939) 



fi 2] 

i^^ oPEffVoa Sifi ^^^^ ^MSL^lOiMSi ?iti-&^ 








0.33 




44.2 



) 
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i««q 3> TNBSO o]^^ ^%(InflawDatory Bowl Disease) £^ 

Shibata €-(Di8. Endosc. 1993 . 5: 13)£1 H^<d^ -g-S-^M 7^^£] •g-'S 
g!S(CRJ)0 ^ o«EflHn^^«U ^S-oflJM 8ciD ^o]u\^ 3^^^ 

anula. 3mm)f> -fef^yftM 5035 ofl%§^<>]^o|l ^i^A\5^ ^^^M S S^^^^-!* 

NBS, Trinitrobenzene sulfonic acid) '2" ofCi^ ZSmg/aLSl ^^2.3. ^<^^ ^ 1& 
JI^IO ?1S?> ^^S. {JE^l-tife- ^7l^> ^ l.BmLSl ^gB^^^g^ 

as>H s% HPHc^ -^o^«f5ac^. y-aoq ^^^^ <^ns.s. D>*ieM ^ 
'S- ^^=1 cfl^5^ m^jofl 1% -^^a^M 

cfl (inflation) A] ?1 ^ IX SH^^^-^oflxH 2Al^^ §0} ^Jl^e> 

^Ti^FSac^. H8^(cecua)# ^7i*>Ji UiH:*! ^^34 ^^s) ^nf} 

51 B^ofl s.^o| jqi^^ ^^m^ct. 
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: tfl^oll 9J »8«fi| oi^af 5^:gd>o^ 

11 ace (Can. J. Physiol. Pharaacol . . 1988. 66: A2Z )S\ ^^v\o^ -^^^^ 

^^SjeV ^ Z\ Hla*^5ac». Wallace (1988) ofl 7l^oi 

{0- ^ l: n^Jo] oj- 2: ^n^^o) ^tflSl :5^^S] ^ 

9i 3: *>7asi fll<if:ii. 4: ^cfl oj^^o^ fljo^ 

^ ^iHlol^Sl 9llo<f/«g^ ?n»<J/^$fi| ^o]7\ Ico ol>». 6-10: ig^s^ zjo] 

: «o.S 3cm -^^^^^ol ^^h^ ^ 

;«J)^^5J fi^ol) ifleM ^E^2:^:gA}{> ^Aie>ji Moyama (Ann. Clin, 
b. Sci.. 1990 . 20: 420)^1 ^^sjoj ^^S^«V c^^- 7>^fe^ ^^^O ^Lo) 

?I|^2J ^^S. ^o>^^ol oi;gs];;i 3co T}:^^. 
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S. 3] 



(ca/kg. p.o) 



5g HPHC 



0.3 
3 



5.9 

~7?r 



& 4] 









(chAb. 
rectal ly) 




58 HPKC 




5.3 


?^ 2 M a| mm y 4>M -3- . 4 • ,5-h ei wI ii^ >i . 45}" 
{J 


0.3 


2.0 




I 


4.6 



SOoCoflxl niEl Suppocire AP (Gatterfosse A}) IZSOnig ofl 7-?> = ^ 
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^^4^^^ 299.7g<H) 0}5 7|i^ (Arginine) 7Cta«# ^oj 7-?>a^A]ii|l 

tfl:5f§ ^^ftf is Sa^Dl ^^^o\ 7- 
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